In the claims: 



Cancel claims 1-3, 7, 24, 86, 87, 177-192, and 194-196. 
Please enter amended claims 4, 5, 8, 9, 26, 27, 31, 32, 37, 
40, 42, 44, 46, 48, 59, 62, 63, 161, and 169 as follows: 



4 (Amended) A compound of the formula; 

R4 Rq 

R3 \j_(> 

D 1 A c 



Arv 



R 3R 4 R 3 R 4 

or a pharmaceutical ly acceptable salt thereof, wherein: 
A is absent or As selected from the group consisting of 0, S, 
NR A , NRaCRbRbV CR b R b 'NR a , 

-CR A =CR B -, andY 3 H 4 ; where R A , R B/ and R B * are independently 
selected at each\ occurrence from hydrogen and alkyl; 

Z is oxygen or sulfur; 

each R3 and R 4 is independently 

(a) selected from thexmroup consisting of hydrogen; 

halogen; hydroxy; amino; \yano; nitro; 

-COOH; -CHO; optionally substituted alkyl; optionally 

substituted alkenyl; optionallV substituted alkynyl; 

optionally substituted alkoxy; optionally substituted mono 

or dialkylamino; optionally substituted alkylthio; 

optionally substituted alkyl ketone; Nationally substituted 

alkylester; optionally substituted alkylsulf inyl ; 
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J. 



optionally substituted alkylsulf onyl ; optionally 
substituted mono- or di-alkylcarboxamide; optionally 
substituted -S (0) n NHalkyl ; optionally substituted - 
S (0) n N (alkyl) (alkyl) ; optionally substituted -NHC ( =0 ) alky 1 ; 
optionally substituted -NC(=0) (alkyl) (alkyl) ; optionally 
substituted -NHS (0) n alkyl ; optionally substituted - 
NS (0) n (alky^ (alkyl) ; optionally substituted saturated or 
partially unsaturated heterocycle of from 5 to 8 atoms, 
which saturated or partially unsaturated heterocycle 
contains 1, 2, oV 3 heteroatoms independently selected from 
N, 0, and S; optionally substituted aryl having from 1 to 3 
rings; and optionally substituted heteroaryl, said 
heterdaryl having from 1 to 3 rings, 5 to 8 ring members in 
each ring and, in at least one of said rings, from 1 to 
about 3 heteroatoms peA ring independently selected from 
the group consisting of N, 0, and S; or 
(b) joined to a R3 or R 4 not attached to the same carbon to 

form an optionally substituted aryl ring, a saturated or 
partially unsaturated carbocyclic ring of from 5 to 8 
members, which carbocyclic ring is optionally substituted, 
or a saturated, partially unsaturated, or aromatic 
heterocyclic ring of from 5 to 8Viembers, which 
heterocyclic ring is optionally substituted and contains 1, 
2, or 3 heteroatoms selected from N,\p, and S; 



Ari ia selected from the group consisting of: 

(a) Wclohexyl, cyclopentyl, piperidinyl, piperazinyl, phenyl, 
pyrrolyl, f uranyl, thienyl, pyrazolyl, imidazolyl, 
thiazolyl, isothiazolyl , oxazolyl, isoxazolyl, oxadiazolyl, 
triazolyl, tetrazolyl, pyridyl, pyrimidyl, pyrazinyl, 
benzimid^zolyl , naphthyl, indolyl, isoindolyl, 
benzofuranm , isobenzof uranyl , benzo [b] thiophenyl , 

benz [d] isoxazolyl, quinolinyl, isoquinolinyl , cinnolinyl, 
quinazolinyl , and quinoxalinyl , each of which is optionally 
mono^_d^^ an< ^ 

(b) bicyclic oxygenAcontaining groups of the formula: 



CO 



optionally mono-, di-,\or trisubstituted with R 5 , where L 
represents point of attachment and may be at any point on 
the benzene ring, and the\ oxygen- containing ring of the 
bicyclic oxygen- containing \group consists of from 5 to 8 
ring atoms, contains 1 or 2 \>xygen atoms and remaining ring 
atoms are carbon; 
Ar 2 is selected from the group consisting of: 

(a) cyclohexyl, cyclopentyl, piperiuinyl , piperazinyl, 
pyrrolyl, f uranyl, thienyl, pyrazouyl, imidazolyl, 
thiazolyl, isothiazolyl , oxazolyl, \soxazolyl, oxadiazolyl, 
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t^iazolyl, tetrazolyl, pyridyl, pyrimidyl, pyraz£nyl, 
benteimidazolyl , naphthyl, indolyl, isoindolyl, 
benz&furanyl , isobenzofuranyl , benzo [b] thiophenyl , 
benz [cN isoxazolyl , quinolinyl , isoquinolinyl , cinnolinyl , 
quinazoMnyl, and quinoxalinyl , each of which is optionally 
mono-, di\, or trisubstituted with R 5 ; and 
(b) bicyclic Otxygen-containing groups of the formula: 



optionally mono- \ di-, or trisubstituted with R 5 , where L 
represents point ot attachment and may be at any point on 
the benzene ring, and the oxygen-containing ring of the 
bicyclic oxygen- containing group consists of from 5 to 8 
ring atoms, contains 1 W 2 oxygen atoms and remaining ring 
atoms are carbon; \ 

is independently selected at each occurrence from the group 
consisting of halogen, nitroX halo (Ci_ 6 ) alkyl , halo(Ci- 
6 )alkoxy, hydroxy, amino, Ci-ealkyl substituted with 0-2 R 6 , 
C 2 -ealkenyl substituted with 0-2 K 6 , C2-ecilkynyl substituted 
with 0-2 R 6 , Ci_ 6 alkoxy and Y; \ 

is independently selected at each occurrence from the group 
consisting of halogen, hydroxy, cyanoy, Ci_4alkyl / Ci_4alkoxy, 
-S (0) n (Ci- 4 alkyl) , halo (Ci- 4 ) alkyl , halo (fii_ 4 ) alkoxy , CO(Ci_ 
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4 &lkyl), CONH(Ci_ 4 alkyl) , CON(Ci_ 4 alkyli) ( Ci_ 4 alkyl 2 ) where 
alWli and alkyl 2 may be joined to form a heterocycle of 
from\5 to 8 ring atoms and containing 1, 2, or 3 
heteroatoms independently selected from N, 0, and S, -XR 7 , 
and Y; \ 

X is independently selected at each occurrence from the group 
consisting\ of -CH 2 -, -CHR 8 -, -0-, -S(0) n -, -NH- , -NR 8 - , - 
C(=0) -, -C(\o)0-, -C(=0)NH-, -C(=0)NR 8 -, -S(0) n NH- / 
-S(0) n NR 8 -, NNC(=0)-, -NR 8 C(=0)-, -NHS(0) n -, and -NR 8 S(0) n -; 

R 7 and R 8 are independently selected at each occurrence from 

hydrogen, and straight, branched, and cyclic alkyl groups, 
and (cycloalkyl) alkyl groups, said straight, branched,, and 
cyclic alkyl groups, and (cycloalkyl) alkyl groups 
consisting of 1 to e carbon atoms, and containing zero or 
one or more double or triple bonds, each of which 1 to 8 
carbon atoms is unsubstituted or substituted with one or 
more substituent (s) independently selected from oxo, 
hydroxy, halogen, amino \ cyano, nitro, haloalkyl, 
haloalkoxy, -0 (alkyl) , -NH (alkyl) , -N (alkyl) (alkyl) , - 
NHC(O) (alkyl) , -N (alkyl ) C (V)) (alkyl) , -NHS (0) n (alkyl ) , - 
S(0) n (alkyl) , -S (0) n NH (alkylO , -S (0) n N (alkyl 3 ) (alkyl 4 ) where 
alkyl 3 and alkyl 4 are optionally joined to form a 
heterocycle consisting of from\5 to 8 ring atoms and 
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containing 1, 2, or 3 heteroatoms independently selected 
frW N, 0, and S, and Y'; 
Y and Y' We independently selected at each occurrence from 3- 
to 8-membered carbocyclic or heterocyclic groups which are 
saturated, unsaturated, or aromatic, which may be further 
substituted with one or more substituents independently 
selected >from halogen, oxo /( hydroxy, amino, nitro, cyano, 
alkyl, alk©xy, haloalkyl, haloalkoxy, mono- or 
dialkylamina , and alkyl thio; 

wherein saidV3- to 8-membered heterocyclic groups contain 
one or more hateroatom(s) independently selected from N, 0, 
and S; and \ 

n is independently chosen at each occurrence from 0, 1, and 2. 

5. (Amended) A compound or salt according to Claim 4, 
wherein: \ 

R A , Rb/ and R B ' are independently selected at each occurrence 
from hydrogen and Ci_ 6 a]Wcyl; 

each R 3 and R 4 is independently 

(a) chosen from the group consisting of hydrogen, halogen, 
cyano, nitro, halo (Ci_ 6 ) alkyl , halo (Ci_ 6 ) alkoxy , hydroxy, 
amino, Ci-ealkyl substituted with 0-2 R 6 , C 2 -6^1kenyl 
substituted with 0-2 R 6 ; C 2 -ea]>kynyl substituted with 0-2 R 6 ; 
Ci_ 6 alkoxy substituted with 0-2 K 6/ -NH (Ci_ 6 alkyl) substituted 



v^th 0-2 R 6/ -N(Ci- 6 alkyl) (Ci_ 6 alkyl) where each Ci_ 6 alkyl is 
independently substituted with 0-2 R 6/ -XR 7/ and Y; or 

(b) joined to a R 3 or R 4 not attached to the same carbon to 
form Bn aryl ring substituted with 0-3 Re, a saturated or 
partially unsaturated carbocyclic ring of from 5 to 8 
members A which carbocyclic ring is substituted with 0-2 R 6/ 
or a saturated, partially unsaturated, or aromatic 
heterocyclic ring of from 5 to 8 members, which 
heterocyclic\ring is substituted with 0-2 R 6 and contains 1, 
2, or 3 hetero&toms independently selected from N, 0, and 
S; \ 

and R 8 are independently selected at each occurrence from 
hydrogen, and straight, branched, and cyclic alkyl groups, 
and (cycloalkyl ) alk^l groups, said straight, branched, and 
cyclic alkyl groups, and (cycloalkyl) alkyl groups 
consisting of 1 to 8 carbon atoms, and containing zero or 
one or more double or trYple bonds, each of which 1 to 8 
carbon atoms is unsubstituted or substituted with one or 
more substituent (s) independently selected from oxo, 
hydroxy, halogen, amino, cyairo, nitro, haloalkyl, 
haloalkoxy, -O(alkyl), -NH(alkVl), -N(alkyl) (alkyl), - 
NHC(O) (Ci_ 4 alkyl) , -N (Ci- 4 alkyl ) C CO) (d- 4 alkyl) , -NHS (0)„ (Ci- 
4 alkyl), -S(0) n (Ci- 4 alkyl) , -S (0) n NfI (Chalky 1 ) , -S(0) n N(Ci- 
4 alkyl 3 ) (Ci_ 4 alkyl 4 ) where Ci_ 4 alkyl 3 and Ci_ 4 alkyl 4 are 



optionally joined to form a heterocycle consisting of from 
5 to 8\ring atoms and containing 1, 2, or 3 heteroatoms 
independently selected from N, 0, and S, and Y' ; and 

Y and Y' are independently selected at each occurrence from 3- 
to 8-membered\carbocyclic or heterocyclic groups which are 
saturated, unsaturated, or aromatic, which are 
unsubstituted or substituted with one or more substituents 
independently selected >from halogen, oxo, hydroxy, amino, 
nitro, cyano, Ci_4alkyl, CiS^alkoxy, halo (C1-4) alkyl , halo(Ci_ 
4 )alkoxy, mono- or di (C1-4) alkylamino, and Ci_ 4 alkylthio ; 

wherein said 3- to 8-membered heterocyclic groups contain one or 
more heteroatom(s) independently selected from N, 0, and S. 



8. (iwnended) A compound of the formula: 



or a pharmaceutical^ acceptable salt thereof, wherein: 
A is absent or is selected from the group consisting of 0, S, 

NR A , CR b Rb'/ NR a CRbRb', CR b R b 'NR a , -CR a =CR b -, and C3H4 ; where 
R A , R B , and R B ' am independently selected at each 
occurrence from hydrogen or alkyl; 
each R 3 and R 4 is independently 





(a)\ selected from the group consisting of hydrogen; halogen; 
hydroxy; amino;, cyano; nitro; 

-COGH; -CHO, optionally substituted alkyl ; optionally 
substituted alkenyl; optionally substituted alkynyl; 
optionally substituted alkoxy; optionally substituted mono 
or dialk^lamino; optionally substituted alkylthio; 
optionally^ substituted alkyl ketone; optionally substituted 
alkylester ; ^optionally substituted alkylsulf inyl ; 
optionally substituted alkylsulf onyl ; optionally 
substituted mono- or di-alkylcarboxamide; optionally 
substituted -S (00 n NHalkyl ; optionally substituted - 
S (O)nN(alkyl) (alkya) ; optionally substituted -NHC (=0) alkyl ; 
optionally substituted -NC(=0) (alkyl) (alkyl); optionally 
substituted -NHS (O) n cttlkyl ; optionally substituted - 
NS (0) n (alkyl) (alkyl) ; optionally substituted saturated or 
partially unsaturated he^terocycle of from 5 to 8 atoms, 
which saturated or partially unsaturated heterocycle 
contains 1, 2, or 3 heteroatoms independently selected from 
N, 0, and S; optionally substituted aryl having from 1 to 3 
rings; and optionally substituted heteroaryl, said 
heteroaryl having from 1 to 3 rings, 5 to 8 ring members in 
each ring and, in at least one of said rings, from 1 to 
about 3 heteroatoms per ring independently selected from 
the group consisting of N, 0, and \; or 
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Ob) joined to a R3 or R 4 not attached to the same carbon to 
fiorm an optionally substituted aryl ring; a saturated or 
partially unsaturated carbocyclic ring of from 5 to 8 
members, which carbocyclic ring is optionally substituted; 
or a saturated, partially unsaturated, or aromatic 
heterocyclic ring of from 5 to 8 members, which 
heterocyclic ring is optionally substituted and contains 1, 
2, or 3 hetveroatoms independently selected from N, 0, and 

S/ " * \ 

Ari and Ar 2 are independently selected from the group consisting 
of: \ 

(a) cyclohexyl, cyc\opentyl, piperidinyl, piperazinyl, 
pyrrolyl, furanyl, uhienyl, pyrazolyl, imidazolyl, 
thiazolyl, isothiazolVl , oxazolyl, isoxazolyl, oxadiazolyl, 
triazolyl, tetrazolyl, pyridyl, pyrimidyl, pyrazinyl, 
benzimidazolyl , naphthyl \ indolyl , isoindolyl, 

benzof uranyl , isobenzof uranyl , benzo [b] thiophenyl , 
benz [d] isoxazolyl, quinolinyl, isoquinolinyl , cinnolinyl, 
quinazolinyl , and quinoxaliny]\; wherein Ari is optionally 
mono-, di-, or trisubstituted w\th R 5/ and Ar 2 is optionally 
mono-, di-, or trisubstituted with R 9 ; and 

(b) groups of the formula: \ 
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represents point of attachment and may be at any point on 
the benzeVe ring, and the oxygen-containing ring of the 
bicyclic oxVgen-containing group consists of from 5 to 8 
ring atoms, contains 1 or 2 oxygen atoms and remaining ring 
atoms are carbon; 

R5 is independently selected at each occurrence from the group 

consisting of cyanV nitro, haloalkyl, haloalkoxy, hydroxy, 
amino, alkyl substituted with 0-2 R 6 , alkenyl substituted 
with 0-2 R 6/ alkynyi \ substituted with 0-2 R 6 , alkoxy and Y; 

R 9 is independently selected kt each occurrence from the group 
consisting of nitro, haloaSLkoxy , hydroxy, amino, alkyl 
substituted with 0-2 R 6/ alkfenyl substituted with 0-2 R 6 , 
alkynyi substituted with 0-2 R 6 / alkoxy substituted with 0-2 
Re, and Y; \ 

R 6 is independently selected at each occurrence from the group 
consisting of halogen, hydroxy, cya.no, alkyl, alkoxy, - 
S (0) n (alkyl) , haloalkyl, haloalkoxy, Vo (alkyl) , CONH (alkyl) , 
CON(alkyli) (alkyl 2 ) where alkyli and arkyl 2 may be joined to 
form a heterocycle of from 5 to 8 ring atoms and containing 




l\ 2, or 3 heteroatoms independently selected from N, 0, 
and\ S, -XR 7 , and Y; 

X is independently selected at each occurrence from the group 
consisting of -CH 2 -, -CHR 8 -, -0-, -S(0) n -, -NH-, -NR 8 -, - 
C(=0) -, -(£(==0)0-, -C (=0)NH-, -C(=0)NR 8 -, -S(0) n NH-, 
-S(0) n NR 8 -, VhC(=0)-, -NR 8 C(=0)- / -NHS(0) n -, and -NR 8 S (0) n - ; 

R 7 and R 8 are independently selected at each occurrence from 

hydrogen, and straight, branched, and cyclic alkyl groups, 
and (cycloalkyl ) alkyl groups, said straight, branched, and 
cyclic alkyl groups, and (cycloalkyl) alkyl groups 
consisting of 1 to a carbon atoms, and containing zero or 
one or more double or\ triple bonds, each of which 1 to 8 
carbon atoms is unsubsoituted or substituted with one or 
more substituent ( s ) independently selected from oxo, 
hydroxy, halogen, amino, (Vano, nitro, haloalkyl, 
haloalkoxy, -O(alkyl), \ 

-NH (alkyl ) , -N( alkyl) (alkyl) \ -NHC(O) (alkyl) , - 
N(alkyl)C(0) (alkyl) , -NHS (0) „ (Slkyl ) , -S (0) n (alkyl) , - 
S (0) n NH (alkyl) , -S (0) n N (alkyl 3 ) (a\kyl 4 ) where alkyl 3 and 
alkyl 4 are optionally joined to foVm a heterocycle 
consisting of from 5 to 8 ring atoms; and containing 1, 2, 
or 3 heteroatoms independently selected from N, 0, and S, 
and Y' ; \ 
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Y ancl Y ' are independently selected at each occurrence from 3- 
ta 8-membered carbocyclic or heterocyclic groups which are 
saturated, unsaturated, or aromatic, which are 
unsuostituted or substituted with one or more substituents 
independently selected from halogen, oxo, hydroxy, amino, 
nitro, cyano, alkyl, alkoxy, haloalkyl, haloalkoxy, mono- 
or dialkyiamino, and alkyl thio; 
wherein said a- to 8-membered heterocyclic groups contain one 
or more heteroaVom(s) independently selected from N, 0, and S; 
and \ 
n is independently chosen at each occurrence from 0, 1, and 2. 

9. (Amended) A compound of the formula: 




or a pharmaceutical^ acceptable salt thereof, wherein: 

G, Q, T, and W are the same or\different and are selected from 

the group consisting of N,\CH, and CR 5/ wherein T or W or 

both is N; \ 
A is absent or is selected from the group consisting of 0, S, 

NR A , CR B R B *, NR a CR b Rb'/ CR b Rb'nA, -CR a =CR b -, and C 3 H 4 ; where 
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\a/ Rb/ an <3 r b' are independently selected at each 
occurrence from hydrogen and alkyl; 
Z is oxygfen or sulfur; 
each R3 and\R4 is independently 

(a) selected from the group consisting of hydrogen; 

halogen; nydroxy; amino; cyano; nitro; 

-COOH; -CHo\ optionally substituted Ci_6alkyl; optionally 
substituted cVsalkenyl; optionally substituted C2-ealkynyl; 
optionally substituted Ci-ealkoxy; optionally substituted 
mono or di (C1-6) alkylamino; optionally substituted Ci_ 
6 alkylthio; optionally substituted Ci-ealkyl ketone; 
optionally substituted Ci-ealkylester ; optionally 
substituted Ci-ealkylsuif inyl ; optionally substituted Ci_ 
6alkylsulf onyl ; optionally substituted mono- or di(Ci_ 
e) alkylcarboxamide; optionally substituted -S(0) n NH Ci_ 
6 alkyl; optionally substituted -S (0) n N (Ci_ 6 alkyl ) (Ci_6alkyl) ; 
optionally substituted -NHC(=^0) Ci-ealkyl; optionally 
substituted -NC(=0) (Ci-ealkyl) (Ci-ealkyl) ; optionally 
substituted -NHS (0) n Ci-6 a lkyl ; optionally substituted - 
NS (0) n (Ci_6alkyl) (Ci-e^lkyl) ; optionally substituted saturated 
or partially unsaturated heterocyclie of from 5 to 8 atoms, 
which saturated or partially unsaturated heterocycle 
contains 1, 2, or 3 heteroatoms independently selected from 
N, 0, and S; optionally substituted aryl iiaving from 1 to 3 

-16- \ 




Mngs; and optionally substituted heteroaryl, said 
heoeroaryl having from 1 to 3 rings, 5 to 8 ring members in 
eachVring and, in at least one of said rings, from 1 to 
about \ heteroatoms per ring independently selected from 
the groupi consisting of N, 0, and S; or 
(b) joine© to a R3 or R 4 not attached to the same carbon to 

form an optionally substituted aryl ring; a saturated or 
partially unsaturated carbocyclic ring of from 5 to 8 
members, which Wrbocyclic ring is optionally substituted; 
or a saturated, partially unsaturated, or aromatic 
heterocyclic ring of from 5 to 8 members, which 
heterocyclic ring is\ optionally substituted and contains 1, 
2, or 3 heteroatoms independently selected from N, 0, and 
S; \ 

R 5 represents 1 to 3 substituehts independently selected at each 
occurrence from the group (consisting of cyano, hydroxy, 
amino, C 3 _ 6 alkyl substituted^ with 0-2 R 6 , C 2 -e alkenyl 
substituted with 0-2 R 6 , C2-6 atf-kynyl substituted with 0-2 
Re/ C3-6 alkoxy, -NH (Ci_ 6 alkyl ) substituted with 0-2 R 6 , -N(Ci- 
6 alkyl) (Ci_ 6 alkyl) where each alkyl is independently 
substituted with 0-2 R 6 , -XR 7 , an A Y ; 

R9 represents 0 to 3 substituents independently selected at each 
occurrence from the group consisting V>f halogen, nitro, 
halo (Ci-e) alkyl, halo (C1-6) alkoxy , hydroxy, amino, Ci-ealkyl 



substituted with 0-2 R 6 , C 2 _ 6 alkenyl substituted with 0-2 R 6/ 
C 2 .£alkynyl substituted with 0-2 R 6/ Ci_ 6 alkoxy substituted 
with\o-2 R 6 , and Y; 
R 6 is independently selected at each occurrence from the group 

consisting of halogen, hydroxy, cyano, Ci_ 4 alkyl, Ci_ 4 alkoxy, 
-S (0) n (Ci\alkyl) , halo (Ci- 4 ) alkyl , halo (Ci_ 4 ) alkoxy , C0(Ci_ 
4 alkyl) , CONH(Ci_ 4 alkyl) , CON (Ci_ 4 alkyli) (Ci_ 4 alkyl 2 ) where 
alkyli and a\kyl 2 may be joined to form a heterocycle of 
from 5 to 8 rmg atoms and containing 1, 2, or 3 
heteroatoms independently selected from N, 0, and S, -XR 7 , 

X is independently selected at each occurrence from the group 
consisting of -CH 2 - A -CHR 8 - , -0-, -S(0) n -, -NH-, -NR 8 -, - 
C(=0) -, -€(=0)0-, -C (Ap)NH-, -C(=0)NR 8 -, -S(0) n NH-, 
-S(0) n NR 8 -, NHC(=0)-, -ltfR 8 C(=0)-, -NHS (0) n - , and -NR 8 S (0) n - ; 

R 7 and R 8 are independently selected at each occurrence from 

hydrogen, and straight, branched, and cyclic alkyl groups, 
and (cycloalkyl) alkyl groupa, said straight, branched, and 
cyclic alkyl groups, and (cycuoalkyl ) alkyl groups 
consisting of 1 to 8 carbon atoms, and containing zero or 
one or more double or triple bonds, each of which 1 to 8 
carbon atoms is unsubstituted or ^substituted with one or 
more substituent ( s ) independently selected from oxo, 



hydroxy, halogen, amino, cyano, nitro, haloalkyl, 
ha\palkoxy, -0 (Ci_ 4 alkyl) , 
-NH(Cv 4 alkyl) , -N (Ci_ 4 alkyl ) (Ci_ 4 alkyl) , -NHC(O) (Ci_ 4 alkyl) , - 
N(C 1 _ 4 alWl)C(0) (Ci_ 4 alkyl) , -NHS (0) „ (Ci_ 4 alkyl ) , -S(0) n (Ci_ 
4 alkyl) / -\(0) n NH(Ci_ 4 alkyl) , -S (0) n N (Ci- 4 alkyl 3 ) ( Ci_ 4 alkyl 4 ) 
where Ci_ 4 alkysl 3 and Ci- 4 alkyl 4 are optionally joined to form 
a heterocycle consisting of from 5 to 8 ring atoms and 
containing 1, 2, ok 3 heteroatoms independently selected 
from N, 0, and S, ancK Y' ; 
Y and Y' are independently selected at each occurrence from 3- 
to 8-membered carbocyclic \r heterocyclic groups which are 
saturated, unsaturated, or aromatic , which are 
unsubstituted or substituted wich one or more substituents 
independently selected from halogen., oxo, hydroxy, amino, 
nitro, cyano, Ci_ 4 alkyl, Ci_ 4 alkoxy, haio (Ci_ 4 ) alkyl , halo(Ci_ 
4 )alkoxy, mono- or di (Ci- 4 ) alkylamino, ahd Ci_ 4 alkylthio ; 
wherein said 3- to 8-membered heterocyclic\groups contain 
one or more heteroatom(s) independently selected from N, 0, 
and S; and 

n is independently chosen at each occurrence from 0, l,\and 2 
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26, 



(Amended) A compound of the formula: 




TV V 

R 4 \ 



or a pharmaceutical w acceptable salt thereof, wherein: 
A is selected f rom \the group consisting of NH, -CH=CH- , and 
CH 2 NH; 

R 4 is independently chos&n from hydrogen and C1-4 alkyl; 

R 5 represents 0 to 2 substfituents independently chosen at each 
occurrence from the gr®up consisting of halogen, cyano, 
nitro, halo (Ci_ 6 ) alkyl , Halo (Ci_ 6 ) alkoxy , hydroxy, amino, Ci_ 
6 alkyl substituted with 0-v! R 6/ C 2 -6alkenyl substituted with 
0-2 R 6/ C 2 -ealkynyl substituted with 0-2 R 6 , Ci_6alkoxy, - 
NH(Ci- 6 alkyl) substituted with 0-2 R 6 , and -N (Ci_ 6 alkyl) ( Ci_ 
6 alkyl) where each Chalky 1 is\independently substituted 
with 0-2 R 6 ; 

Rg represents 0 to 2 substituents and i\s independently chosen at 
each occurrence from the group consisting of halogen, 
nitro, halo (Ci-e) alkyl , halo (Ci_ 6 ) alkoAy , hydroxy, amino, Ci_ 
6 alkyl substituted with 0-2 R 6 , C2-6alkenyl substituted with 
0-2 R 6 , C 2 _ 6 alkynyl substituted with 0-2 \s, and Ci-ealkoxy 
substituted with 0-2 R 6 , 
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R 5A V s independently selected from the group consisting of 

Yhalogen, cyano, nitro, halo (Ci-s) alkyl , halo (Ci-6) alkoxy, 

hydroxy, amino, Ci_ 6 alkyl, Ci-6 alkoxy, -NH(Ci- 6 alkyl), and 

-NCCi-6 alkyl) (Ci- 6 alkyl); 
R 9B is independently selected from the group consisting of 

halogen, nitro, halo (Ci_6) alkoxy , hydroxy, amino, Ci_e alkyl, 

and Ci-6 \ alkoxy; and 
R 6 is independently selected at each occurrence the group 

consistingVof halogen, hydroxy, Ci_4alkyl, Ci-4alkoxy, -NH(Ci- 

4 alkyl), anfl -N(Ci_4 alkyl) (C1-4 alkyl). 

27. (Amended) V compound of the formula: 




or a pharmaceutical^ acceptable salt thereof, wherein: 
A is selected from the group consisting of a single bond, S, NR A , 
NR A CHR B , CHRbNRa , \ 

-CR A =CR B -/ and C3H4; where R\ and R B are independently 
selected at each occurrence Yrom the group consisting of 
hydrogen and alkyl ; \ 
each R 3 and R 4 is independently \ 




(a) selected from the group consisting of hydrogen; 

Yhalogen; hydroxy; amino; cyano; nitro; 
-QO0H; -CHO, optionally substituted alkyl; optionally 
substituted alkenyl; optionally substituted alkynyl; 
optionally substituted alkoxy; optionally substituted mono 
or dialWlamino; optionally substituted alkylthio; 
optionall\ substituted alkyl ketone; optionally substituted 
alkylester Aoptionally substituted alkylsulf inyl ; 
optionally substituted alkylsulf onyl ; optionally 
substituted monoi- or di-alkylcarboxamide; optionally 
substituted -S (0) rfNHalkyl ; optionally substituted - 
S(0) n N(alkyl) (alkylK optionally substituted -NHC ( =0) alkyl ; 
optionally substituted -NC(=0) (alkyl) (alkyl) ; optionally 
substituted -NHS (0) n alkyl ; optionally substituted - 
NS (0) n (alkyl) (alkyl) ; optWially substituted saturated or 
partially unsaturated heterWycle of from 5 to 8 atoms, 
which saturated or partially Unsaturated heterocycle 
contains 1, 2, or 3 heteroatoms\ independently selected from 
N, 0, and S; optionally substituted aryl having from 1 to 3 
rings; and optionally substituted neteroaryl , said 
heteroaryl having from 1 to 3 rings, l to 8 ring members in 
each ring and, in at least one of said Vings, from 1 to 
about 3 heteroatoms per ring independently selected from 
the group consisting of N, 0, and S; or \ 
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joined to a R 3 or R 4 not attached to the same carbon to 
>rm an optionally substituted aryl ring; a saturated or 
parfclally unsaturated carbocyclic ring of from 5 to 8 
memberss, which carbocyclic ring is optionally substituted; 
or a saturated, partially unsaturated, or aromatic 
heterocycMc ring of from 5 to 8 members, which 
heterocyclic^ ring is optionally substituted and contains 1, 
2, or 3 hetero^toms independently selected from N, 0, and 
S; 

Rs represents 0-3 subst\tuents independently selected at each 
\ occurrence from the ^group consisting of cyano, nitro, 

haloalkyl, haloalkoxy A C2-6 alkenyl substituted with 0-2 R 6/ 
and C2-6 alkynyl substituted with 0-2 R 6 ; 

R 9 represents 0-3 substituents independently selected at each 
occurrence from the group consisting of bromo, haloalkyl, 
haloalkoxy, hydroxy, C2-6 alkyl\substituted with 0-2 R 6 , C2-6 
alkenyl substituted with 0-2 R6/ V2-6 alkynyl substituted 
with 0-2 R 6/ and C 2 -e alkoxy; 

R 6 is independently selected at each occurrence from the group 
consisting of halogen, hydroxy, cyano ,\ alkyl , alkoxy, - 
S(0) n (alkyl) , haloalkyl, haloalkoxy, COOalkyl), CONH(alkyl), 
CON ( alky li) (alkyl 2 ) where alkyli and alkyl\ may be joined to 
form a heterocycle of from 5 to 8 ring atoms and containing 
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, 2, or 3 heteroatoms independently selected from N, 0, 
anci S, -XR 7 , and Y; 
X is independently selected at each occurrence from the group 
consisting of -CH 2 -, -CHR 8 -, -0-, -S(0) n -, -NH-, -NR 8 - , - 
C(=0) -, Vcf^OO-, -C (=0)NH-, -C(=0)NR 8 -, -S (0) n NH-, 
-S(0) n NR 8 \, NHC(=0)-, -NR 8 C(=0)-, -NHS(0) n -, and -NR 8 S(0) n -; 
R 7 and R 8 are independently selected at each occurrence from 
straight, branched, and cyclic alkyl groups, and 
(cycloalkyl) allWl groups, said straight, branched, and 
cyclic alkyl groVps, and (cycloalkyl) alkyl groups 
consisting of 3 to\8 carbon atoms, and containing zero or 
one or more double oV triple bonds, each of which 3 to 8 
carbon atoms is unsubsVituted or substituted with one or 
more substituent ( s ) independently selected from oxo, 
hydroxy, halogen, amino, cvano, nitro, haloalkyl, 
haloalkoxy, -0( alkyl) , -NH (alkyl ) , 

-N(alkyl) (alkyl) , -NHC (0) (alk\l) , -N (alkyl) C (0) (alkyl) , - 
NHS (0) n (alkyl ) , -S (0) n (alkyl) , ^S(0) n NH (alkyl) , - 
S (0) n N(alkyl 3 ) (alkyl 4 ) where alky l\ and alkyl 4 are optionally 
joined to form a heterocycle consisting of from 5 to 8 ring 
atoms and containing 1, 2, or 3 heteroatoms independently 
selected from N, 0, and S, and Y' ; 
Y and Y' are independently selected at each occurrence from 3- 
to 8-membered carbocyclic or heterocyclic groups which are 
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saturated>v unsaturated, or aromatic, which are 
unsubstituted or substituted with one or more substituents 
independently selecb^d from halogen, oxo, hydroxy, amino, 
nitro, cyano, alkyl, ark^xy, haloalkyl, haloalkoxy, 
mono- or dialkylamino, and alK^lthio; 
wherein said 3- to 8-membered heterocyclic groups contain one 
or more heteroatom(s) independently selectb^ from N, 0, and S; 
and 

n is independently chosen at each occurrence from 0 # N i, and 2 



30. \(Amended) A compound of the formula: 

FL 





or a pharmaceutical^ Nacceptable salt thereof, wherein: 
A is selected from they group consisting of NH, -CH=CH-, and 
CH 2 NH; 

R 4 is independently selected ^t each occurrence from hydrogen and 
Ci_ 4 alkyl ; 

Rs represents 0 to 2 substituents Independently selected at each 
occurrence from the group consist ing of halogen, cyano, 
nitro, halo (Ci_6) alkyl , halo (Ci_ 6 ) ai^coxy , amino, C 2 -6alkenyl 
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substituted with 0-2 R 6/ and C 2 -6alkynyl substituted with 0-2 
Re; \ 

R 9 represents 0 to 2 substituents and is independently selected 
at each\ occurrence from the group consisting of halogen, 
nitro, halo (Ci-e) alky 1, halo (Ci_e) alkoxy , hydroxy, amino, Ci_ 
6 alkyl substituted with 0-2 R 6 , C 2 -6alkenyl substituted with 
0-2 R 6 , C2-6aJSkynyl substituted with 0-2 R 6 , and Ci_6alkoxy 
substituted with 0-2 R 6; 

R 5A is independently selected from the group consisting of 

halogen, cyano, n^tro, trif luoromethyl , trif luoromethoxy , 
hydroxy, amino, Ci-6\alkyl, Ci_e alkoxy, -NH(Ci_6 alkyl) , and 
-N(Ci_ 6 alkyl) (d-Ce akyl) ; 

Rg B is independently selected from the group consisting of 

trif luoromethoxy , hydroxy, C2-6 alkyl, and C2-6 alkoxy; and 

Re is independently selected at\each occurrence from the group 
consisting of halogen, hydroxy, C1-4 alkyl, and Ci_4 alkoxy. 



31. (Amended) A compound of the formula: 



«3R 4 R 3 "4 \ 

or a pharmaceutically acceptable salt thereof, wherein the 
compound or pharmaceutically acceptableX salt thereof 





eJdiibits an EC50 or Ki of 1 micromolar or less in a standard 
assay of capsaicin receptor mediated calcium mobilization; 
and wnterein 

A is absent oV is selected from the group consisting of 0, S, 
NR A , NR A CR^R B ' / CR B Rb ' NR A , 

-CR A =CR B -, and C3H4; where R A/ Rb# and R B ' are independently 
selected at eaVh occurrence from hydrogen and Ci_ 6 alkyl; 

Z is oxygen or sulfur\ 

each R 3 and R 4 is independently 

(a) selected from tWe group consisting of hydrogen, 
halogen, cyano, nitroAhalo (Ci_ 6 ) alkyl, halo (Ci_e) alkoxy, 
hydroxy, amino, Ci_ealkyl\substituted with 0-2 Re, C2-ealkenyl 
substituted with 0-2 R 6 ; c\ 6 alkynyl substituted with 0-2 R 6 ; 
Ci-ealkoxy substituted with o\2 Re, -NH (Ci_ealkyl ) substituted 
with 0-2 R 6/ -N (Ci_ 6 alkyl ) (Ci_ 6 aJNkyl) where each d_ 6 alkyl is 
independently substituted with o\2 R 6 , -XR 7 , and Y; or 

(b) joined to a R3 or R 4 not attached to the same carbon to 
form an aryl ring substituted with 0^-3 Re, a saturated or 
partially unsaturated carbocyclic rina of from 5 to 8 
members, which carbocyclic ring is substituted with 0-2 R 6 , 
or a saturated, partially unsaturated, oAaromatic 
heterocyclic ring of from 5 to 8 members, which 
heterocyclic ring is substituted with 0-2 R 6 and contains 1, 




2\ or 3 heteroatoms independently selected from N, 0, and 
S;\ 

Ari is selected from the group consisting of: 

(a) cyclohexyl, cyclopentyl, piperidinyl, piperazinyl, 
phenyl, Wrrolyl, f uranyl, thienyl, pyrazolyl, imidazolyl, 
thiazolyl Aisothiazolyl , oxazolyl , isoxazolyl , oxadiazolyl , 
triazolyl, tVtrazolyl, pyridyl, pyrimidyl, pyrazinyl, 
benzimidazolyl\ naphthyl, indolyl, isoindolyl, 

benzof uranyl , isVbenzof uranyl , benzo [b] thiophenyl , 
benz [d] isoxazolyl A quinolinyl , isoquinolinyl , cinnolinyl , 
quinazolinyl , and quanoxalinyl , each of which is optionally 
mono-, di-, or trisubatituted with R 5 ; and 

(b) bicyclic oxygen- containing groups of the formula: 

optionally mono-, di-, or trisiibstituted with R 5 , where L 
represents point of attachment and may be at any point on 
the benzene ring, and the oxygen -^containing ring of the 
bicyclic oxygen-containing group consists of from 5 to 8 
ring atoms, contains 1 or 2 oxygen atoms and remaining ring 
atoms are carbon; \ 
Ar 2 is selected from the group consisting orS; 



-28- 



(a\ cyclohexyl, cyclopentyl, piperidinyl, piperazinyl, 
pyYrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 
thia\plyl, isothiazolyl , oxazolyl, isoxazolyl, oxadiazolyl, 
triazolvl/ tetrazolyl, pyridyl, pyrimidyl, pyrazinyl, 
benzimid^eolyl , naphthyl, indolyl, isoindolyl, 
benzofuranyi , isobenzof uranyl , benzo[b] thiophenyl, 
benz [d] isoxaz$>lyl , quinolinyl, isoquinolinyl , cinnolinyl, 
quinazolinyl, arvd quinoxalinyl , each of which is optionally 
mono-, di-, or trfteubstituted with R 5 ; and 
(b) bicyclic oxygen\containing groups of the formula: 



optionally mono-, di-, or tVisubstituted with R 5 , where L 
represents point of attachment and may be at any point on 
the benzene ring, and the oxygen- containing ring of the 
bicyclic oxygen-containing group consists of from 5 to 8 
ring atoms, contains 1 or 2 oxygen adorns and remaining ring 
atoms are carbon; 
R 5 is independently selected at each occurrence from the group 
consisting of halogen, nitro, halo (Ci_ 6 ) alWl , halo(Ci_ 
6 )alkoxy, hydroxy, amino, Ci_ 6 alkyl substituted with 0-2 R 6 , 
C2-ealkenyl substituted with 0-2 R6, C2-ealkyny\ substituted 
with 0-2 Rg, Ci-ealkoxy, and Y; 
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R 6 a\s independently selected at each occurrence from the group 

(consisting of halogen, hydroxy, cyano, Ci_ 4 alkyl, Ci_ 4 alkoxy, 
-s\p)n(Ci- 4 alkyl) , halo (C1-4) alkyl , halo (Ci_ 4 ) alkoxy, CO(Ci_ 
4 alkySL) , CONH (d_ 4 alkyl ) , CON (Ci- 4 alkyli ) (Ci- 4 alkyl 2 ) where 
alkyli jand alkyl 2 may be joined to form a heterocycle of 
from 5 tov 8 ring atoms and containing 1, 2, or 3 
heteroatorrA independently selected from N, 0, and S, -XR7, 
and Y; \ 

X is independently selected at each occurrence from the group 

consisting of -Ctto-, -CHR 8 -, -0-, -S(0) n -, -NH-, -NR 8 - , - 

C(=0) -, -C (=0)0-, ^C(=0)NH-, -C(=0)NR 8 -, -S(0) n NH-, 

\ * 

-S(0) n NR 8 -, NHC(=0) VNR 8 C(=0) -, -NHS(0) n -, and -NR 8 S(0) n -; 
R 7 and R 8 are independently Selected at each occurrence from 

hydrogen, and straight, branched, and cyclic alkyl groups, 
and (cycloalkyl) alkyl groupV said straight, branched, and 
cyclic alkyl groups, and (cyc\oalkyl) alkyl groups 
consisting of 1 to 8 carbon atoms, and containing zero or 
one or more double or triple bondis, each of which 1 to 8 
carbon atoms is unsubstituted or substituted with one or 
more substituent ( s ) independently seJ\ected from oxo, 
hydroxy, halogen, amino, cyano, nitroAhaloalkyl, 
haloalkoxy, -0 (Ci_ 4 alkyl ) , \ 

-NH(Ci_ 4 alkyl) , -N (Ci_ 4 alkyl ) (Ci_ 4 alkyl) , -NHC(O) (Ci_ 4 alkyl) , - 
N(Ci- 4 alkyl)C(0) (Ci_ 4 alkyl) , -NHS (0) n (Ci_ 4 alkyls) , -S(0) n (Ci- 




• 



4 alkyl) , -S(0) n NH(Ci- 4 alkyl) , -S (0) n N (Ci- 4 alkyl 3 ) (Ci- 4 alkyl 4 ) 
where Ci_ 4 alkyl 3 and Ci_ 4 alkyl 4 are optionally joined to form 
a henerocycle consisting of from 5 to 8 ring atoms and 
containing 1, 2, or 3 heteroatoms independently selected 
from N,\0, and S, and Y' ; 

Y and Y' are independently selected at each occurrence from 3- 
to 8-membeVed carbocyclic or heterocyclic groups which are 
saturated, Unsaturated, or aromatic, which may be further 
substituted with one or more substituents independently 
selected from halogen, oxo, hydroxy, amino, nitro, cyano, 
Ci_ 4 alkyl , Ci_ 4 alkoxy , halo (Ci_ 4 ) alkyl , halo (Ci- 4 ) alkoxy , 
mono- or di (Ci_ 4 ) alkylamino, and Ci_ 4 alkylthio; 
wherein said 3- to 8Ainembered heterocyclic groups contain one 
or more heteroatom(s) independently selected from N, 0, and S; 
and \ 

n is independently chosen aV each occurrence from 0, 1, and 2. 

32. (Amended) A compound\of the Formula A, Formula B, 
Formula C, Formula D, Formula E\ or Formula F: 




Formula A 



Formula E 



v 



•?4 R 3R, 




R 4 R 3 



Formula F 



or a pharmaceutically acceptable salt of Formula A, Formula B, 

Formula C, Formula D, Formula E,\ or Formula F, wherein 

A represents NH or 0; 

each R3 and R 4 is independently 

(a) selected from the group consisting of hydrogen, 

halogen, cyano, nitro, halo (C1-6) aYkyl , halo (Ci-e) alkoxy, 
hydroxy, amino, Ci_ 6 alkyl substituted with 0-2 R 6 , C 2 -6alkenyl 
substituted with 0-2 R 6 ; C 2 -6alkynyl substituted with 0-2 R 6 ; 
Ci_ 6 alkoxy substituted with 0-2 R 6 , -Nm{ Chalky 1 ) substituted 
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With 0-2 R 6 , -N(Ci_ 6 alkyl) (Ci_ 6 alkyl) where each Ci_ 6 alkyl is 
independently substituted with 0-2 R 6/ -XR 7/ and Y; or 
(b) Vjoined to a R 3 or R 4 not attached to the same carbon to 
form ari aryl ring substituted with 0-3 Re, a saturated or 
partialis unsaturated carbocyclic ring of from 5 to 8 
members, which carbocyclic ring is substituted with 0-2 R6, 
or a saturated, partially unsaturated, or aromatic 
heterocyclic ri^ng of from 5 to 8 members, which 
heterocyclic rings, is substituted with 0-2 R 6 and contains 1, 
2, or 3 heteroatomsv independently selected from N, 0, and 
S; \ 

R5 represents from 1 to 3 suj^stituents independently selected at 
each occurrence from the \rroup consisting of halogen, 
cyano, nitro, halo (Ci-e) alkyi , halo (Ci_e ) alkoxy , hydroxy, 
amino, Ci_ealkyl substituted with 0-2 R 6 , C2-ealkenyl 
substituted with 0-2 R 6/ C2-ealkVnyl substituted with 0-2 Re, 
Ci_ 6 alkoxy, -NH (Ci_ 6 alkyl ) substiti^ted with 0-2 R 6 , -N(Ci_ 
ealkyl) (Ci_ealkyl) where each Ci-ealkVl is independently 
substituted with 0-2 Re, -XR 7 , and y\ 

R9 represents from 1 to 3 substituents independently selected at 
each occurrence from the group consisting of halogen, 
cyano, nitro, halo (Ci-e) alky 1 , halo (Ci_e) alktoxy , hydroxy, 
amino, Ci-ealkyl substituted with 0-2 R 6 , C 2 -6\lkenyl 
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^substituted with 0-2 R 6 , C 2 -6alkynyl substituted with 0-2 R 6 , 
i_ 6 alkoxy substituted with 0-2 R 6 , and Y; 
R 6 is independently selected at each occurrence from the group 

consrsting of halogen, hydroxy, cyano, Ci- 4 alkyl, Ci-4alkoxy, 
-S (0) n (\i- 4 alkyl ) , halo (Ci_ 4 ) alkyl , halo (d- 4 ) alkoxy , CO (Ci_ 
4 alkyl) , \:ONH(Ci_ 4 alkyl) , CON(Ci_ 4 alkyl 1 ) (Ci_ 4 alkyl 2 ) where 
alkyli and Vlkyl 2 may be joined to form a heterocycle of 
from 5 to 8 rsing atoms and containing 1, 2, or 3 
heteroatoms independently selected from N, 0, and S, -XR 7 , 
and Y; 

X is independently selected at each occurrence from the group 
consisting of -CH 2 -, \cHR 8 -, -0- , -S(0) n -, -NH- , -NR 8 -, - 
C (=0) -, -C(=0)0-, -C(=0)NH-, -C (=0)NR 8 -, -S (0) n NH-, 
-S(0) n NR 8 -, NHC(=0)-, -NR^9(=0)-, -NHS(0) n -, and -NR 8 S (0) n - ; 
R 7 and R 8 are independently selected at each occurrence from 

hydrogen, and straight, branahed, and cyclic alkyl groups, 
and (cycloalkyl ) alkyl groups, kaid straight, branched, and 
cyclic alkyl groups, and (cycloa\kyl) alkyl groups 
consisting of 1 to 8 carbon atoms, \and containing zero or 
one or more double or triple bonds, ^ach of which 1 to 8 
carbon atoms is unsubstituted or substituted with one or 
more substituent (s) independently selected from oxo, 
hydroxy, halogen, amino, cyano, nitro, ha]>oalkyl, 
haloalkoxy, -0 (Ci_ 4 alkyl ) , -NH (Ci_ 4 alkyl ) , -N\:i- 4 alkyl ) (Ci_ 
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^alkyl) , -NHC(O) (Ci- 4 alkyl) , -N (Ci- 4 alkyl) C (0) (Ci- 4 alkyl) , - 
(0) n (Ci_ 4 alkyl) , -S (0) n (Ci- 4 alkyl) , -S (0) n NH (Ci- 4 alkyl) , - 
S (0) nH(Ci_ 4 alkyl 3 ) (Ci_ 4 alkyl 4 ) where Ci_ 4 alkyl 3 and Ci- 4 alkyl 4 
are optdWially joined to form a heterocycle consisting of 
from 5 to 8\ring atoms and containing 1, 2, or 3 
heteroatoms independently selected from N, 0, and S, and 
Y' ; 

Y and Y' are independent ljNfeelec ted at each occurrence from 3- 
to 8-membered carbocyclicv or heterocyclic groups which are 
saturated, unsaturated, or aromatic, which may be further 
substituted with one or more substituents independently 
selected from halogen, oxo, hydroxys, amino, nitro, cyano, 
Ci_ 4 alkyl , Ci_ 4 alkoxy , halo (Ci_ 4 ) alkyl , halo (Ci_ 4 ) alkoxy , 
mono- or di (Ci_ 4 ) alkylamino, and Ci_ 4 alkyltHio; 
wherein said 3- to 8-membered heterocyclic groups contain one 
or more heteroatom ( s) independently selected from\], 0, and S; 
and 

n is independently chosen at each occurrence from 0, 1, and 2 



37. (Amended) /^compound or salt according to Claim 32, 
wherein : 

A represents NH; 
R.3 represents hydrogen; 
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R 4 \s independently chosen at each occurrence from hydrogen and 
methw; and 

R5 represents from 1 to 3 substituents independently selected at 
eacl\ occurrence from the group consisting of halogen, 
cyano \ nitro, halo (C1-6) alkyl, halo (C1-6) alkoxy, hydroxy, 
amino, Qi-ealkyl, C2-6&lkenyl, C2-ealkynyl, Ci-e^lkoxy, -NH(Ci- 
6 alkyl) , -^N (Ci-ealkyl ) (Ci-ealkyl) , and C 3 _ 8 cycloalkyl; and 

R 9 represents froto 1 to 3 substituents independently selected at 
each occurrence from the group consisting of halogen, 
nitro, halo (Ci_6\alkyl , halo (Ci-e) alkoxy , hydroxy, amino, Ci_ 
6 alkyl, C 2 -6alkeny\, C 2 _6cilkynyl , Ci_ 6 alkoxy, and C3-8 
cycloalkyl. \ 

38. (Amended) A compound or salt of the Formula A-l 



wherein \ 
R4 is hydrogen or methyl; \ 

R5 and R9 are independently selected f rorrk the group consisting of 
halogen, cyano, nitro, halo (Ci-e) alky l\ halo (Ci-e) alkoxy , 
hydroxy, amino, Ci-ealkyl, C2-ealkenyl, CV-e^lkynyl, Ci_ 




>4 



Formula 



-1 



6 alkoxy, ^H(Ci- 6 alkyl) , -N (Ci- 6 alkyl ) (Ci- 6 alkyl ) , and C 3 -s 
cycloalkyl; am 

R 5B and R 9B each represent ^from 0 to 2 substituents independently 
selected at each occurrenceXrom hydrogen, halogen, cyano, 
nitro, halo (Ci_2) alkyl , halo (C1-2) a'ikoxy, hydroxy, amino, Ci_ 
3 alkyl, Ci- 3 alkoxy, -NH (Ci- 3 alkyl) , and ^N^Ci_ 6 alkyl ) (Ci- 
ealkyl) . 




wherein 

R 4 is hydrogen or methyl; 

R 5 and R 9 are independently selected from the group consisting of 
halogen, cyano, nitro\ halo (Ci_ 6 ) alkyl , halo (Ci-e) alkoxy , 
hydroxy, amino, Ci-ealkyY, C 2 _6alkenyl, C 2 -6alkynyl, Ci_ 
6 alkoxy, -NH (Ci- 6 alkyl ) , -\(Ci- 6 alkyl) (Ci- 6 alkyl) , and C 3 _ 8 
cycloalkyl; and 
Rsb and R 9B each represent from 0 tdv 2 substituents independently 
selected at each occurrence from hydrogen, halogen, cyano, 
nitro, halo (Ci_2> alkyl , halo (C1-2) alskoxy, hydroxy, amino, Ci_ 




3 alkyl, Ci-aalkox^V -NH(Ci- 3 alkyl) , and -N(d- 6 alkyl) (Ci_ 
ealkyl) . 




R 4 is hydrogen or methyl; 

R 5 and R 9 are independently selected from the group consisting of 
halogen, cyano, nitro, halo CCi-6 ) alkyl , halo (Ci_ 6 ) alkoxy , 
hydroxy, amino, Ci_ 6 alkyl, C 2 -6a\kenyl, C 2 _6alkynyl, Ci_ 
6 alkoxy, -NH (Ci- 6 alkyl) , -N(Ci_ 6 al\yl) (Ci_ 6 alkyl) , and C 3 . 8 
cycloalkyl; and 
R 5B and R 9B each represent from 0 to 2 subktituents independently 
selected at each occurrence from hydrogen, halogen, cyano, 
nitro, halo (Ci_2) alkyl , halo (Ci_ 2 ) alkoxy, \hydroxy, amino, Ci_ 
3 alkyl, Ci_ 3 alkoxy, -NH (Ci_ 3 alkyl) , and -N(\_ 6 alkyl) (Ci- 
ealkyl) . 
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44. \ (Amended) A compound or salt [according to Claim 37] 
of Formula B^-l 

*9 




nr 



R 4 



Formula D-l 



wherein : 

R 5 is selected from the group\consi sting of halogen, cyano, 

nitro, halo (Ci_e) alkyl , halt (Ci_e) alkoxy , hydroxy, amino, Ci_ 
6 alkyl, C 2 -6&lkenyl , C 2 _6alkynyl, Ci_ 6 alkoxy, -NH (Ci-ealkyl ) , - 
N(Ci_ 6 alkyl) (Ci_ 6 alkyl) , and C 3 _ 8 \ycloalkyl ; 
R9 is selected from the group consisting of halogen, cyano, 

nitro, halo (Ci_ 6 ) alkyl, halo (Ci_ 6 ) alkWy , hydroxy, amino, Ci_ 
6 alkyl, C 2 - 6 alkenyl, C 2 _ 6 alkynyl, Ci^allojxy, and C3-8 
cycloalkyl; and 

Rsb and R 9B each represent from 0 to 2 substituertes independently 
selected at each occurrence from hydrogen, halogen, cyano, 
nitro, halo (Ci_2 ) alkyl , halo (C1-2) alkoxy , hydroxy^ amino, Ci- 
3 alkyl, Ci_ 3 alkoxy, -NH (d_ 3 alkyl ) , and -N (Ci- 6 alkyl\ (Ci- 
6 alkyl) . 



46. (Amended!^ A compound or salt of Formula E-l 
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wherein: 

R 4 is hydrogen or methyl; 
1 R 5 and R 9 are independently selecte^yfrom the group consisting of 
halogen, cyano, nitro, halo (Ci-e) al^yl , halo (Ci_ 6 ) alkoxy , 
hydroxy, amino, Ci-ealkyl, C2-ealkenyl , X^-ealkynyl , Ci_ 
6 alkoxy, -NH (Ci_ 6 alkylJ_, -N (Ci_ 6 alkyl ) (Ci- 6 arkyl ) , and C 3 - 8 
cycloalkyl; and 

Rsb and Rg B each represent from 0 to 2 substituents independently 
selected at each occurrence from hydrogen, halogen, c^ano, 
nitro, halo (C1-2) alkyl, halo (Ci_ 2 ) alkoxy , hydroxy, amino, 
3 alkyl, Ci- 3 alkoxy, -NH (Ci- 3 alkyl ) , and -N (Ci_ 6 alkyl ) (Ci_ 
ealkyl) . 




48. (Amended) A compound of salt of Formula F-l 

R9 




v. Formula F-l 

wherein: 

R 4 is hydrogen or methyl ; 

R 5 and R 9 are independently selected from the group consisting of 
halogen, cyano, nitro, ha^fCi-e) alkyl , halo (Ci_ 6 ) alkoxy , 
hydroxy, amino, Ci_ 6 alkyl, C 2 -6aD^nyl, C 2 _ 6 alkynyl, Ci_ 
6 alkoxy, -NH (Ci_ 6 alkyl ) , -N (Ci_ 6 alkyl MSCi_ 6 alkyl ) , and C 3 - 8 
cycloalkyl; and 

R 5B and Rg B each represent from 0 to 2 substituents ^independently 
selected at each occurrence from hydrogen, halogenXcyano, 
nitro, halo (Ci_ 2 ) alkyl, halo (Ci_ 2 ) alkoxy, hydroxy, aminoV Ci_ 
3 alkyl, Ci_ 3 alkoxy, -NH (Ci_ 3 alkyl ) , and -N (d- 6 alkyl ) (d_ 
ealkyl) . , 



50. (Amended) A compound of the Formula: 




or a pharmaceutical ly acceptable\salt thereof, wherein: 

A is absent or is selected from the\jroup consisting of 0, S, 

NR A , CR B R B ' , NR A CR B R B ', CR b R b 'NR A/ -&R a =CR b - , and C 3 H 4 ; where 




c 

<2- 



Ra\ Rb/ an d Rb' are independently selected at each 
occurrence from hydrogen and Ci_e alkyl; 
each R 3 anal R 4 is independently 

(a) selected from the group consisting of hydrogen, 
halogen, \cyano, nitro, halo (Ci-e) alkyl, halo (Ci_ 6 ) alkoxy , 
hydroxy, amino, Chalky 1 substituted with 0-2 R 6 , C2-6^1kenyl 
substituted yith 0-2 R 6 ; C 2 -6alkynyl substituted with 0-2 R 6 ; 
Ci-ealkoxy substituted with 0-2 R 6/ -NH (Ci-ealkyl) substituted 
with 0-2 R 6 , -N^Ci-6alkyl) (Ci- 6 alkyl) where each Ci_ 6 alkyl is 
independently suratituted with 0-2 R 6/ -XR 7/ and Y; or 

(b) joined to a RAor R 4 not attached to the same carbon to 
form an aryl ring substituted with 0-3 Re, a saturated or 
partially unsaturated Wrbocyclic ring of from 5 to 8 
members, which carbocyclVc ring is substituted with 0-2 R 6 , 
or a saturated, partially Vmsaturated, or aromatic 
heterocyclic ring of from 5\to 8 members, which 
heterocyclic ring is substituted with 0-2 R 6 and contains 1, 
2, or 3 heteroatoms independently selected from N, 0, and 
S; 

R 5 is selected from the group consisting Yf bromo, fluoro, iodo, 
halo (Ci-e) alkyl , halo (C3-6 ) alkoxy , C3_ea\kyl substituted with 
0-3 Re, C2-e&lkenyl substituted with 0-3\Re, C2-6alkynyl 
substituted with 0-3 R 6/ C 3 _6alkoxy, (C3_ 8 cycloalkyl ) Ci_ 4 alkyl , 
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\NH(Ci- 6 alkyl) substituted with 0-2 R 6/ -N (Ci- 6 alkyl ) (Ci- 
ea\kyl) where each Ci-ealkyl is substituted with 0-2 R 6 , Y, 
-(c\o)Y, -(CH 2 )Y, and -(CH(CN) )Y; 

R 9 is selected from the group consisting of halogen, cyano, - 

N(S0 2 c\alkyl) ( S0 2 C 1 . 6 alkyl ) , -S0 2 NH 2/ halo (Ci_ 6 ) alkyl , halo(Ci_ 
6 ) alkoxyX Ci-ealkyl substituted with 0-2 R 6 , C 2 _6alkenyl 
substitutes with 0-2 Re, C 2 _6alkynyl substituted with 0-2 R 6/ 
and Ci_6alkoxV substituted with 0-2 Re; 

R 5B represents fromY) to 2 substituents independently selected at 
each occurrenceXf rom the group consisting of 

(a) halogen, cyanoXnitro, halo (Ci_e) alkyl , halo (Ci-e) alkoxy , 
hydroxy, amino, Ci-e&lkyl substituted with 0-2 R 6 , (C 3 _ 
8 cycloalkyl) Ci-4alkyl Vubstituted with 0-2 R 6 , C 2 _ealkenyl 
substituted with 0-2 R 6 \ C 2 _6alkynyl substituted with 0-2 R 6/ 
Ci_ 6 alkoxy, -NH(Ci_ 6 alkyl) ^substituted with 0-2 R 6/ -N(Ci_ 
ealkyl) ( Ci_ealkyl) where ea<ch Chalky 1 is independently 
substituted with 0-2 R 6/ and V; and 

(b) groups that are joined to R 5 do form a C3_8cycloalkyl group 
or a saturated or partially unsaturated heterocycle, each 
of which is optionally substituted Vy from 1 to 5 
substituents independently chosen frora cyano, halogen, 
hydroxy, Ci_ 4 alkyl, Ci- 4 alkoxy, -NH (Ci_ 4 alWl ) , -N(Ci_ 4 alkyl) ( 
Ci_ 4 alkyl) , halo (Ci_ 4 ) alkyl , and halo (Ci_ 4 ) al^koxy , wherein the 
saturated or partially unsaturated heterocycSLecontains from 
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to 8 ring atoms of which 1, 2, or 3 are heteroatoms 
independently selected from N, 0, and S; 
Rg B represents from 0 to 2 substituents independently selected at 
each occurrence from halogen, cyano, nitro, halo (Ci_ 6 ) alkyl , 
halo (cA 6 ) alkoxy , hydroxy, amino, Chalky 1 substituted with 
0-2 R 6/ 0C3-8cycloalkyl) Ci_4alkyl substituted with 0-2 R 6 , C2- 
6 alkenyl substituted with 0-2 R 6 , C2-ealkynyl substituted 
with 0-2 R6,\Ci-6alkoxy substituted with 0-2 R 6 , and Y; 
R 6 is independent lyv selected at each occurrence from the group 

consisting of cyano, halogen, hydroxy, Ci-4alkyl, Ci_4alkoxy, 
-S (0) n (Ci- 4 alkyl) ,\h al ° ( c i-4 ) alkyl , halo (Ci_ 4 ) alkoxy , CO(Ci_ 
4 alkyl), CONH(Ci- 4 alkyl) , CON (Ci_ 4 alkyli) ( Ci- 4 alkyl 2 ) where 
alkyli and alkyl 2 may\be joined to form a heterocycle of 
from 5 to 8 ring atoms \and containing 1, 2, or 3 
heteroatoms independent!^ selected from N, 0, and S, -XR 7 , 
and Y; 

X is independently selected at ea)ch occurrence from the group 
consisting of -CH 2 - , -CHR 8 -, -Or- , -S(0) n -# -NH-, -NR 8 - , - 
C(=0)-, -C(=0)NH-, -C(=0)NR 8 -, -\(0) n NH-, -S(0) n NR 8 -, 
NHC(=0)-, -NR 8 C(=0)-, -NHS(0) n -, akd -NR 8 S(0) n -; 

R 7 and R 8 are independently selected at eax:h occurrence from 

hydrogen, and straight, branched, and Vyclic alkyl groups, 
and (cycloalkyl) alkyl groups, said straight, branched, and 
cyclic alkyl groups, and (cycloalkyl) alky x\groups 
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Consisting of 1 to 8 carbon atoms, and containing zero or 
one\or more double or triple bonds, each of which 1 to 8 
carbork atoms may be further substituted with one or more 
substitufent (s) independently selected from oxo, hydroxy, 
halogen, aroino, cyano, nitro, haloalkyl, haloalkoxy, -0(Ci_ 
4 alkyl), NH(C\_ 4 alkyl) , -N(Ci_ 4 alkyl) ( d_ 4 alkyl) , -NHC(0)( Ci_ 
4 alkyl) , -N(Ci_Alkyl)C(0) ( Ci- 4 alkyl) , 

-NHS(0) n (Ci- 4 alkylV -S (0) n (Ci_ 4 alkyl ) , -S (0) n NH (Ci_ 4 alkyl) , - 
S (0) n N(Ci- 4 alkyl 3 ) (Ci\alkyl 4 ) where Ci_ 4 alkyl 3 and Ci_ 4 alkyl 4 
are optionally joinedNto form a heterocycle consisting of 
from 5 to 8 ring atoms and containing 1, 2, or 3 
heteroatoms independently ^selected from N, 0, and S, and 
Y ' ; \ 
and Y' are independently selected >at each occurrence from 3- 
to 8-membered carbocyclic or heterocyclic groups which are 
saturated, unsaturated, or aromatic\ which may be further 
substituted with one or more substitu^nts independently 
selected from halogen, oxo, hydroxy, amrno, nitro, cyano, 
Ci_ 4 alkyl , Ci_ 4 alkoxy , halo (Ci_ 4 ) alkyl , halo CCi_ 4 ) alkoxy , 
mono- or di (Ci_ 4 ) alkylamino, and Ci_ 4 alkylthio\: 
wherein said 3- to 8-membered heterocyclic groupsv contain one 
or more heteroatom(s) independently selected from Ny 0, and S; 
and \ 
is independently chosen at each occurrence from 0, 1, aim 2. 



59. (Amendect"}\ A compound or salt according to Claim 58 
wherein : 

R 9 is selected from the group cbqsisting of halogen, cyano, - 
N(S0 2 CH 3 ) 2 , -SO2NH2, 
halo (C1-3) alkyl , and Ci-3alkoxy, 




62. (Amended) A compound or salt according to Claim 57, 
wherein : 

R 9 is selected fronk the group consisting of halogen, cyano, - 

N(S0 2 CH 3 ) 2 , -SO2KH2, 

halo (Ci_ 3 ) alkyl, a\d Ci_3alkoxy 
R 5B represents 0 or 1 subfctituents chosen from halogen, cyano, 

nitro, halo (Ci_ 2 ) alkyl\ 

halo (Ci_ 2 ) alkoxy , amino, \C1_4alkyl, and Ci_2alkoxy; and 
R9B represents 0 or 1 substitue^ts chosen from halogen, cyano, 
nitro, halo (Ci_ 2 ) alkyl, 
Ci_2alkyl, and Ci_ 2 alkoxy. 



63. (Amended) A compound or sali\ according to Claim 57, 
wherein : 

R 5 is selected from the group consisting ofNbromo, fluoro, iodo, 
halo (Ci_ 6 ) alkyl , halo (C3-6) alkoxy , C 3 _ 6 alky\ substituted with 
0-3 R 6/ C 2 -6alkenyl substituted with 0-3 R 6 \ Y, -(C=0)Y, 
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-{H^H 2 )Y, and -(CH(CN))Y; 
R 9 is selected from the group consisting of halogen, cyano, - 

N(S0 2 CH 3 )2, -SQ2NH 2/ 

halo (C1-2) alkyl , and^Ci-salkoxy ; 
R 5B represents 0 or 1 substititepts chosen from halogen, cyano, 

nitro, halo (C1-2) alkyl, 

halo (C1-2) alkoxy, amino, Ci_ 4 alkyl, aiid Ci-2alkoxy; and 
R 9B represents 0 or 1 substituents chosen f rortN^alogen, cyano, 
nitro, halo (Ci_ 2 ) alkyl , 
Ci_2alkyl, and Ci_2alkoxy. 



1 6 1 . \( Amended ) A compound of the Formula 



-A-^^-N N 
0 





or a pharmaceutically acceptable \alt thereof, wherein: 
A is absent or is selected from the gs^oup consisting of 0, S, 

NR A , CR b R b '/ NR A CR B R B ', CR b R b 'NR a , -CR A =CR B -, and C 3 H 4 ; where 
R A , R B , and R B ' are independently selected at each 
occurrence from hydrogen and Ci_6 alkyl; 
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R 3 ^irid R4 are independently chosen at each occurrence from the 
group consisting of hydrogen, halogen, cyano, nitro, 
halo CCi-e) alky 1 , halo (Ci_ 6 ) alkoxy , hydroxy, amino, Ci_6alkyl, 
C 2 -6alkenVl, C 2 -6alkynyl, Ci_ 6 alkoxy, -NH (Ci- 6 alkyl ) , and -N(Ci_ 
6 alkyl) (d^-kyl) ; 

Rs is selected frorn^he group consisting of halogen, halo(Ci- 
6)alkyl, C3-ealkyl\substituted with 0-3 R6, C2-ealkenyl 
substituted with 0-SyRe, (C 3 _ 8 cycloalkyl ) Ci_4alkyl substituted 
with 0-3 R 6 , and Y; \ 

R 5B and Rg B each represent from\0 to 2 substituents and are 

independently chosen from halogen, cyano, nitro, halo(Ci_ 
2)alkyl, halo (C1-2) alkoxy , aminos, Ci_ 4 alkyl, and Ci-2alkoxy; 
Re is independently selected at each occurrence from the group 
consisting of cyano, halogen, hydroxy, Ci_4alkyl, Ci_4alkoxy, 
-NH(Ci_ 4 alkyl) , -N (Ci_ 4 alkyl ) (C^alkyl ) £fcd Y; 

Y is independently selected at each occurrence\f rom C3_a 

cycloalkyl , piperidinyl , piperazinyl , tetranydropyranyl , 
dihydropyranyl , morpholinyl , thiomorpholinyl , Vhenyl , 
pyridyl, pyrazinyl, pyrimidinyl, thiazolyl, thienyl, and 
imidazolyl, each of which may be further substituted with 
one or more substituents independently selected from \ 
halogen, oxo, hydroxy, amino, nitro, cyano, Ci- 4 alkyl, c\ 
4 alkoxy, halo (Ci_ 4 ) alkyl , halo (Ci_ 4 ) alkoxy , mono- or di (Ci_ \ 
4) alkylamino, and Ci_4alkylthio . 



169 \ (Amended) A compound of the Formula: 

, R 5C 

R5B 



V 



// 




or a pharmaceutical ly ^acceptable salt thereof, wherein: 

A is absent or is selected from the group consisting of 0, S, 
NR A , CR B R B ' / NR A CR B R B ' \ CR B R B ' NR A , -CR A =CR B - / and C3H4 ; where 
R A , Rb. and R B ' are independently selected at each 
occurrence from hydrogen\and Ci_6 alkyl; 

R 3 and R 4 are independently chosen at each occurrence from the 
group consisting of hydrogeny, halogen, cyano, nitro, 
halo (Ci-e) alkyl , halo (Ci_ 6 ) alko^y , hydroxy, amino, Ci-ealkyl, 
C 2 - 6 alkenyl, C 2 -6alkynyl, Ci_ 6 alko\y, -NH (Ci_ 6 alkyl) , and -N(Ci_ 
6 alkyl) (Ci- 6 alkyl) ; 

Rsb/ Rsc/ and R 9B each represent from 0 td 2 substituents and are 
independently chosen from halogen, c^ano, nitro, halo(Ci- 
2) alkyl, halo (C1-2) alkoxy , amino, Ci^aliftyl, and Ci_2alkoxy; 
and 
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Please add new claims 199-209: 

199, (New) A pharmaceutical composition comprising a 
pharmaceutic. cally acceptable carrier and a compound or salt 
according to\claim 4. 



s 



200. (New) A package comprising a pharmaceutical 
composition of claiirk 199 in a container and further comprising 
indicia comprising instructions for using the composition to 
alleviate pain. 

201. (New) A package comprising a pharmaceutical composition 
of claim 199 in a container and\further comprising indicia 
comprising instructions for usingNthe composition to alleviate 
symptoms of exposure to capsaicin on tear gas. 



202. (New) A compound or salt of claim 4 wherein, in an in 
vitro assay of capsaicin receptor antagonistri, the compound or 
salt exhibits capsaicin receptor antagonist a\tivity, but in an 
in vitro assay of capsaicin receptor agonism th\ compound does 
not exhibit detectable agonist activity. 
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J.03 . (New) A compound or salt of claim 4 wherein a dose of 
the compound or salt that is twice the minimum dose sufficient 
to provide^ analgesia in an animal model for determining pain 
relief does \iot produce sedation in an animal model assay of 
sedation . 

204 . (New) ^ (3-Chloro-2-pyridinyl) -N- [4- 
( isopropyl) phenyl ] -l\piperazinecarboxamide or a pharmaceutically 
acceptable salt thereof^. 

205 . (New) (2R) -N- ( 4-&ert-butylphenyl ) -4- [3- 
(dime thy lamino) pyridin-2-yl] -2,-methylpiperazine-l-carboxamide or 
a pharmaceutically acceptable salt thereof. 

206 . (New) (2R) -4- [3- (dimethyl\mino)pyridin-2-yl] -2-methyl- 
N- [4- ( trif luoromethyl) phenyl] piperaziire-l-carboxamide or a 
pharmaceutically acceptable salt thereoi 

207. (New) A pharmaceutical compositior^ comprising a 
pharmaceutically acceptable carrier and a compound or salt 
according to claim 27. 
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2,08. (New) A compound or salt of claim 27 wherein, in an in 
vitro aksay of capsaicin receptor - antagonism, the compound or 
salt exhibits capsaicin receptor antagonist activity, but in an 
in vitro assay of capsaicin receptor agonism the compound does 
not exhibit detectable agonist activity. 

209. (New) A compound or salt of claim 27 wherein a dose of 
the compound or salt thaK is twice the minimum dose sufficient 
to provide analgesia in an animal model for determining pain 
relief does not produce sedation in an animal model assay of 
sedation. \ 

210. (New) A package comprising a pharmaceutical composition 
of claim 2 07 in a container and further comprising indicia 
comprising instructions for using the composition to alleviate 
pain. \ 

211. (New) A package comprising a pharmaceutical composition 
of claim 2 07 in a container and further comprising indicia \ 
comprising instructions for using the composition to alleviates 
symptoms of exposure to capsaicin or tear gas. 



